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The sul>|ect-raatt0r of cfaim 1 therefore differs from Mb known D1 in that: 
rnutations have b^en introduGed. 

The technical effeat to be achieved is a GAS57 antigen with a proteQiytic aqtivlly 
toward I L-8 mat is mduoed to at least 50% reiative to wild-type GAS57- 

The probJem to b© solved by the present ioventiop oiay therefore be fegarded as 
the provision of a GAS57 antigen w reduced proteolytic aotivlty. 

The solution proposed in olaims 1-4 of the preseot application cannot be 
corisidered as involving an inventive step (Arttele 33(3) PGT) for the folloMog 
reasons. 




The prodUGtion of mutants of (3ASS7 at positions D151 , H279 and S6 17 are 
merely severat stralghtforwafd possibilities froni which the skilled person would 
select, in ^cordanee with ciroumstances, without the exercise of Inventive skiil, in 
order to solve the probJem posed. For example, the inactivatiah of Streptocoocus 
proteases through mutation of specific residues is known from D6, 

4,2 Claims 5-9> relating to fysions of mutant (3AS57 antigens with earner proteins and 
related subject matter, can aiso not be considereKs^ inventive. The use of QASS7 
fusion proteins, inotydins other GAS antigens, or baGteria! carrier proteins has 
already been described in D1 {p,30, li>27 - p.33, ii.13; p,43, [i:i 1-19), It would 
therefore be obvious fdr the per son; sklHed in the art, seeking to produee an 
immunogenic GAS57 varient, to produce fusions or oarrier compositions thereof 
as described in D1 . Moreover, it is not clear from the description what advantage 
mutant GAS57 immunogenic oomposrtions possess over those of the prior art : the 
u^ of GASS7 m vaoGrnes, and also anti-GAS57 antibodies is known {see D1 and 

GAS57/Spy041 S/ScpC has been described several times as a suitabie 
vaccine candidate and target for therapy (03 and D4), in partieular by blocki ng its 
ability to inac^iyalB IL-8 through proteolytic digestion (p3, p4634, Qpiv2, para.2). 

Claims S-9 therefore lack an inventive step in aooordanoe with Arliole 33(3) PCT, 

5,0 Clai m 1 9 relates to su bjeet-matter oonsidej^d by this Autho rity to be covered by 
the provisions of Rule 39 J (iv) / S7.1(iv) PCT, 
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The pat^anta&iiity can be dependent ypon the formulation of the claims. The EPO, 
for example, does not reoognise as patentable claims 1^ the use of a cortipound In 
medical treatment, but may allow claims to a product, in particular substances or 
compositions for use in g first or further medical Ireatment 
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Information 



For af! iritemational applicatjons filed on or after 01/01/2004 the competent 
ISA will e^ablish m !SR It is aa:x>mpanl6d by the WO- ISA Unlike 
former written cpNon of the iPm {Ruie 66.2 PCT), the W>\m is not 
meant to be re^ondad to, but to be taken into consyeratlon for fyrt her 
proeedural stepa This document expiains aboyt the possibilities. 
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II . I . I 1 1 1 u f rfnrffin fmni>nnnii ^'^^^^^^ **»»****«^* T r 



Amending ol aims Within 2 months after the date of mailmg of the ISR and the WQ-IS^ 
under appiicant may file amended olalms under Art. 19 PCJT direetly with the 

Art. 1 9 PCT t nternatlonaf Bureau of Wl PO. The PGT reform of 2004 did not change 

this proGedure. For further informairon please Ry!e 46 PCT as weli as 
form Pqi7 ISA/ 22Q and the corresponding ^Jotes to form ISA/ 220. 



Fiiing a demand 

for internationa! 

preiiminary 

examination 



Rling m formal 
com m ants 



End of the 
internationa! 



Relevant PCT 
Ru jes arid m 



\n prinoiple, the WC)- ISA will be cansiidered as the written opinion of the 
I PSA This shoufd, in many Gases, make it unneeessary to file a demand for 
internatfdnstf pfeiimfnafy weniinMton. W the appficaiit nevertheless wishes 
to file a demand this must be done before expiry of 3 months after the 
date of maMIng of the ISR/ WO-tSA or 22 months after priority 
date, whichever expires iater {Rufe §4b(S PCT). Amendments under Art. 
34 PCr can be filed with the IPEA as before, normaily at the same time as 
f il ing t he demand { Ruie 66, 1 (b) POT) . 



If a demand for internationai prelirninary examination is filed and no 
oommants/^endments have E^n rasetved the WO- tS^ wilt be transformed 
by the \PEA into an iPRP (Internationa! Preiiminary Report on Patentability) 
whioh would mEereiy refleot the content of the WO-I SA. The demand can ^Kl 
be withdrawn (Art. 37 PCT). 



After receipt of the SSR^'WD-iSA the appiicant may life informal comments 
on the V^iSA directly with the i nternatlonal Bureau of W) PO. "Ri^e 
will be Gommonlcated to the designated Offices together with the i F^P 
{International Preliminary R^ort on i%tentabitity) at 30 months from the 
priority data Rease aiso refer to the next box* 



At the end Of the international phase the foternatroriaf Bureau of WI BD wiif 
transform the V^tSA or, if a demand was fifed, the written opinion of the 
3FEA into the iPFP, which will then be transmitted together with possible 
informa! comments to the designated Of ices. The IPF^ replae^s the former 
PER {fnterniaSlonai pr^iminaiy examination report^^ 



MM 



43 RCT, miB 43bis PCT, Rule 44 
12/2003, GU 1 1/2003, OJ 12/2003 



, Rule 44bis 



mformatton 



BItte beaGht^ii Sre, c^ss angefihrt© tsiiclitpateritlilemtur (wsrie 2:. B. 
wissenschaftliche oder technisGhe pokumanle) |e nach geltendsm Reclit 
dem Urheberreehtssehytz und/oder anderen Sctiutzarten fur sehriftliche 
WetkB unteriiegen konnte. Die Verviejlaltlgyng urheberreshttieh 
geschutzter Tsxte* ihre Verwendung in anderen ©lektronischen oder 
gedruckten Publikatioeen und mm Weitergafoe an Dritle ist ohm 
aysdruckliche Zustimmyng des Rachtsinh^ers nlcht jestalte!. 

' TrffrrrffrfT i 'tf i firni • hV i r ■ ' nrrnrnrrrrrrrrrrrrrrrrrrrrrrr-rrrrrr i ri ' --^^^ . ■ — —'"'--*- 



Veuillez noler qye les ouvrages de la iitterature non-brevets qui sont 
Git^s, par exemple ies docyinents ^tentiliques ou techniqties, etc., 
pjeyvent etre proteges par d^s droits d'auleur et/ou tmst@ autre protection 
des Merits previie par les legtslations appitqables, Les textes ainsi 
prGt#ges ne peuvent Mm reproduits ni utilises dans d'autres publications 
electroniques ou imprimees, ni redtffuses sans faytor isation expresse du 
titulair© du droit d'auteyr. 



[:::[[[E[::EIIi:i:i:imflt < COnriri'i!i"nii i i l n--: ; — — i m i m n i n t II t •' i -""r • ' '"' • ' "' ' ' ■■■»»»» 

Please be aware tHat olted worl<s of non-patent iterature such as 
seientifiG Of teclinlGal documents or the lil^e may be sufofect to copyright 
protection and/or any other protection of written works as appropriate 
based on applicabl© laws. Copyrighted texts may not be copied or used 
in other eJectronlc or printed pubilcations or re-distributed without the 
express permission of the co^right holdei*. 
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THE IMTERNATIONAL SEARCH REPOBT AND 
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{PGTRuie 44.1) 
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FQR FURTHEB ACTION 



Sae paragraphs 1 m4 4 b«tpw 



later nattonaf 1 ElSng .date. 



12/ 0:9/20 0:8 



1, 



2. 



The appifcam is Hereby r^ot^ted t^at the interr^ation arid the wfUten opinbo of iha intema^ooai Searching 

Atilhority nave imm established and are iransfniited herewith. 

Fllmg of amentlm^f^ts and stai^erit itfider AttMe 19: 

tJi& ajppHcaftt is entitled^ so wishes^ to aniendihe daSms of the iniematiOE^ja^ Applioattofl (see Rule 4B): 

When? The time tifntt for f iJlr^g such amendments is fiOFTnally t^o mbntfis fr6m the diate oi trgEnsmjttai of the 
intemaSonal Search Rej>ort. 

Whesre? E^recily to ths Interna^fonas Bureau of W3P0, 34 chemin 0es OoiGmfc?ette$ 
tan Geneva 20, SwitzsrtaF^d> Faseimpie No.: (41-^^ 

Fijff mom cS^taiSed instrutstforts, see the notes on the aoeompanytng sheot 

The appJicant hereby notified that intematsonat search repoftwi^f be established and Jhat the declarayon undSF 
ArtiGl© i7(2){a) to^at effect and Sie written opriEon of thB lntemattonai Ssarohing Aythotity are transmitted herewith. 



\ LJ Wih regard to the protest agsunst payment of (an^^) additionaJ fe@t&> u appJtcant is ngl3f^ed that; 

fjj the protest togeti>ef with siie decfsion themon has heeii transmtt^d to the fntematJonaJ Biireau together viath the 
applicant's reqiiesttp fomard the texts of both the protest and the deciSEon thereon to a>e designatad Gffjqies. 

no declsiori Ms been made yet on protest; tie appiiio^t wlli be notss^ a^s mpn ass a d^isien is made. 



4. 



ghdiify after^e exj;^rat|Dn pt 1$ mositfis from the prJcH'i^y date^ the intematidnai appljoaion w^li be published by the 




before the comptetion of ti'ie teohnloat preparations for rnlernatto^^ai publtoation. 



The apptieant may submit commer^ts qb an infofmai basis on the wdtten opihion of tlie international Searchtng Aiithodty to the 
tntef rialional Bureay The iatemationai Bureau wH! send a copy pf sifch comments to al{ designated Olftees urHeiss an 
imerriational pf eiNinajy examl^^^^ reppii has been or is to be sstabltshed. These c^mments^^w roacfe avaliabte to 

^epublto buihot befbm ihe 

Wi^in 10 i«oyiths from the prtority date, bu?%nJy in respect of some desigiated Oft^ces, a demand for iniarnatonai pfettmtnary 
exam inatjon must be tiJad ^ tJ^e appJteait wishes to postpone Ihe entry into the naSonai phase isf^tii 30 morilhs from the pf iortty 
date (in spme Offipes even later); otierwjsey the appflcm^ ^0 mpsi^s fern the priority c^te, pertbnrn the prescribed 

acts tor entry fnto the nation^ phase before those desisnafed Gf Sees. 

In respeQt of other designated Offices, the lime Urm of 30 movvii^^ (dr later) wiii j^ppJy es/en u no demand is fiJed withtn 19 
months* 



the Annex to Form P0T/)W301 and» for details about Wie appiie^Ee lime Jimits, Offtcse by Office, see the POT Appff0mf$ 
G£^/S5^^^ VotuiTie H» NatfpnaJ Chapters a^^ 
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Narne and mailing address of gie tntef nationat Saamhinp AtiShority 

European Patent Gftice, PB. 5S18 Patenflaar^ 2 
Nt-2280 HV Rpwilk 

TeL {+31^70) S4O--204O> Tx, 31 6$1 epo nl. 
Fax: (-^^ l -70) 340-30 16 




Authorized oifieer 



Form PaT/iSA/22a ^October acKiS) 



These Notes ^ffeintencfed to give the basfc tnslruelioas concernEn^ ttia ftUng of amen dm er?ts- under articte 1 9. Jh0 
Notes are base<i on me requh^ments of tti@ Paterrt Gaopef ationi Tf eaty , the Re^ufations and the Admif^EStralj ve m strucfions 
undt^r ^at TmaiYv in case of discrepancy between thes^ N0ies and tiiose requiraments^ fche^ more 
detailed mfqfmaiior),.see aim Wm PCTAgp^ii^^nts <Btikie, a pufe?3lp3tton of WlPO. 

irt these NqtsSv"Artid8*, ''Ruje^varxi ^Seetton'' ref^r to thepfwJ^ons of Sii0 PCT ReguteSosts ancl th0 PCT 

llsjSTRI|C?riONS GQNCERM^^ AMEnopEMTS Ut^DEB ARTtCLE 19 

The applicant has. aftei' having tecmsmd the if^ternattqnal seatch report and the written apmeafi of the imematfonal 
Searctiirig Mjth<>nty, one ci0pc>^^ etalms of tiie sntefnational appJicatjon. 3t should however tse errnphatBizied 

ihat sjnc^ atj parts of t*ie MernatJOj^a3 appifcation (oiajms^descriptlon asid drawjricjs) may be am8n<iecf dunng the 
irstematsonal preliminary exari-^^natfo procedifre, t^-tere js usua^^y m need to file ameadt^^ants of the efaims under Arttde 1§ 
except where, e g. the appl^cantwants the latter to be pubfehed for#ie pofposas of provjstoftai proteollan or has another 
reason for amending the etasms before tntamational pijbiica^ Fuilf^errnore< It shoutd be emphasized tnat provisional 
proiectiqn is avaifable In some States only (see PCT Applicant's &md0, Vofcrne \/A, Annexas B1 and B2) . 

The atitentSon of t^ie appticant ts dr^fv to the Jact ameridn^ent^ to tf^e clB.ims under Articie 19 are not atlowed wiiteFe 
the International Seanihtrtg Aisfe dsdared^ urKj^r Articfe I7f2), ti^at no intemaUcy^ars^a^ 
e^^tJs^ad (see POT Ap^Hmni% <^ide, \^^^^ pacagrapJ"* 296), 

What part$i of t!^^ ItiimnmU&tml ^ppUc&Um m^Y amw^e^^"? 

Under Artide f 9. only tiie ciaims may bp am&Rdsd. 

Dyr^ng tne mtemationar phase, the olatms may also fee amended (or turther arrmnded) ynder Aftiele 34 foetor^ ir^e 
Jntemationa! Premriinaiy Exaniining AythotityvThe description and drawi^ 
Article 34 betpre ttie tntern^tiopiai Examining Authpnty , 

Upon entry iOfeo ths nafiafnai phase, aJfparts of the tntwationaf appitcatEon may be amendo«3l under Ai^qte 28 or> 
where applicable, Ariicfe 41. 

When? mmn 2 months from tne date of trafismmai of the ir^tematEonaUearGh report or 16 monttjs ^orn ^^e priorUy d 

whictiever fime \imi exptres lal^r. it stioufd banoted, hovvevef* ttiat ihe amerstdmen^^ 
tjeen received on time ft ttiey are mcaived by the international Bureau after the sj^pirattpn of the appHcabte tinie 
im^ birt before the completion of the tetstinical prepafa^Bbrts for intisfnaJionat pubiicatton (Rule 46> i). 



Where not ^1$ the dmendmersfes? 

The arRendtBents may only be fifed with the Internationa? Bureau &rtd riot witb Wi& receiving Office or the 
iniemationafSearGh^ng Authority {Rote 46.2), 

WheiB a daniand tor international preliminary examjniitiQn has see beSowr, 

H©w? BiSJier by cafioaiiling one or more entire clai^fls, by adding dne or more new claims or by ajnen^ 

or more of the ciaims as f iJed. 

A repJacement sheet must be submitted for each sheet o^the clatrn^ w^^i^^^^^^^^ on aceount of an amendment or 
amendmeirtts, differs from sheet Ofigina^ty fjJed. 

AJi tt-^a claims appearing on a repiacament sheeimust be numbered In AmbEO iiumarals/w^ a cia^m 
cancelled, no remjmb^ring of fee Dthe^r tifa*ms is nequired. in aJi eases where dmm are fenumbered, they rr^ust lie 

Whtat ^pcumente mMSt/ima^ scc^o«i%p«^fay ti^e dmef^ments? 

The ameiidrnenis mmi be sitbmitted with a iBtXm\ 



The tefierwil? riot be pMbH^^ARrith the ^temafiooai appHcaSoR and tie amended cNn^s. ft should not be 
cortlused with the "^Sitaiemeh^ under Artide 1 9(1 {see fceiowy ortcfer *StaiarReht under AiSde 1 9(1 J. 



Th« letter must b&ln Bngmh or Fr©?^ch, the cJ^olc© of !he ^ppEieanl However, if Urn Sangya^ <jt ^e 

imer j^alaona! appiicallo^ Ss Eng6?^E^ , letter- m test e:tG in Erigll^h ; If a«f*gMstg^ eif Jnterf^aljontar ^ppiicaSion 



rvtoles to Foro^ {first sheet) {October 



NOTES TQFOBM 



I^iy220 (continued) 



. . . . ... .. . . ... ... . . ...... 

The iBttBE must indicate the differences between the claim as illed and me datms as amentfed, ft must, in 
pafticylar, jftd5v0le, in connection wtih BBCt\ cjatsu a^i3p0aEl?T;g in the ihtem^tiOfj^l appfloa^ton |lt being uiieSerstotKj 
$hstt idaniicat jndfcaiions cpncernwig sever a' <jtaim§ may be grouped) ,whettief 

if] c\mm is unci^ange^i; 

{«) tiie claim Is eanceHed; 

:p) d^im. t§ new; 

(iv) claim replaeies ona <5f more ciasrrjs as fi^ed; 

i (v) IhB 0am-} is the .fe^yft of the dl\^fsiO;ri of a clatm as t^Jed. 



The iotloVtfih§ exapEtples iUu$£rate the in which am«iidm$ntis mu^t }&0 ^xf^&ki^ m M^t^ 

1 . [y^li6fe oriQsna% there were 4a efaims and after amendment of some ctetms there are 51|: 
'Cfemis i to 29, 31. 32, 34, 36, 37 to 48 replaced by amended afaim^ bearlng^ t^^ 
daijrss 30, 3S and 36 unchanged; new claims 49 so St added;" 

[Where DfiglnaHy tha?'e ware 1 5 claims and aftei amendment of all ciaims there are 1 1 ]: 
XSaims 1 tp 16 re^^ 

a [VVhere origmaily tl^efe \yef e 1 4 claims and th^ airiendmeiits consist in cancelling SDfna ctaims and in adding 

neWi2!ajms|: 

'^GlaJms 1 to a and ^ 4 y nchanged; ciaim s 7 to 13 cancelled; new claims 1 5, 1 6 and 1 7 added." or 
^GiaSrns ? to 13 (^ftceiled; new cfairos 16 and 17 added; a^t other ciaims onehanged." 

4. jWhere varfeus kinds of amendmfef5ts am made}: 

"OleCmB 1—10 unchancjed; claims 1 1 to 13, l8 aM 19 eanoetJMrOiajms 14,^1^ 16 fepiaced by affiehded 
claim 14-efeifn 17 suSdividedinb amended claims 16 and 17; r^v/ claims 20 a^id 21 added'' 



The amendments may he aeoompanied by a staterrtent explaining the amendments and indjcating any impact 

that such a^Tsendments might have on the d^scfiptton and the df awtngs {whieh cannot he amended under Articie 19{ t }). 

' . . . , . 

i The statement win be pufeHshed with tl^e int©mattdr?a1 ajspi^catton ar^d the atT^ended ciatms, 

\t must be bmt not exceeding 500 Wetrds If in Englleh or if translated into Engtish. 

It shouid not he confused with arjd does not replace the better indteating the differences between Ihe claims as fiied 
and a$ amended ft smusr b§ filed on a separate sheet and must be identiiied as ssuch i?y a heading, pref^aijly t^y 
esing ^he words ^Stateme^'it under Article 1 9( t ) 

it may not contain any disparaging comments on the jntef national search report or the reievanee of citatfons 
eontatned in thattspdrt, Reterence to c^ation$, reievant to a ^veh claim, contained in the international search 
report may be mad© only sn oonneetion with an amendrnent of that ctairn. 

[ If, at the time of fiiing any amendments and any accompanying statement, under Article a demand for 

international |5reliminary examma^on has aJmady been submitted, the applicant must preferahiy, at me 8me oi 
Mag the amendments {and any statement | with the tnternationai Bureau, also fiie wi^ the international 
P^reiimlnary Examining Au^ority a copy of such amendments (and of any statement) and> where requtred. a 
translation of stich amendments for the procedure before that Aulhor^ty (see Rules 55 ,S(a) and 62.2, first 
sentence). furthef jnformatior^, see the Notes to the demand form {PCT/IPEA/40i ) . 



If a demand for infernationai preliminary examinatjon is made, the written opinion of ma intemattonal Searchin>s 
Authority yy?il , esceept in certain cases where the Intema^orsa! Preiimlnary Examining Aoll^ority did not act as 
intemationai Searching Authonty and where it has notified the in temationai Bureau under Rule 66.1 i?*s(h). he 
considered to be a written opinion ot the intBrnalional Preliminary Examining AHthority, if a demand is made, 
appiicant may sitbmit to the international Preiiminafy Examinirtg Au^odty a reply to the written opinion togelhar, 
wl^ef e appropriate^ wish amendmar^ts before the expsra^on of 3 mbiiths from the date of mgiitins of Fofm 
FCT/iSA/220 or^ beiof© tie expEraison of S2 rnonths from the prmt:^ date. vs^Jchever eaq^ires later {Rule 434w^.l(c)). 



The appficant^s ^ntion ts drawn to the fact «iat. upon entry anto i^b natiOhaJ phase, a tran^laion of the claims as 
amendedynder Amcie 19 n^V t^^^^ instead ol» or in adcfiliort io, 

ihe^ahsiailoh of the cias^ 

For further details on the feQUirements ol ea Guide, 
votume 11 

II I III II II II I I ' i I r i - il l II I i i I II ii f I f 1 r r r f ^ ^ ^ . . j-^^jj ■ o^^^ n ■ n ■ » l i > a *ji».».>> w> ai w 

mtBB to Form PCT/iSA/2ao {second she©!} (Octobef 20051 




(POT Aiticle 18 and Rules 43 and 44} 



1 m Sir 03 m 


FOR FtJRTHSR fcmi pot/isa/'S20 

ACTION as w^a wbiBtB appj^cabie. ihm 6 betosv. 


P GT / IB2 Q. 0 8 / 0 Q 3 0 IB 


f ft temaUoiiat fJ^Jng date {day/rtionthyeBr} 
12/09/2008 


12/09/2007 


.! 



THIS JnterRaiJoftEtf seard beert pnepafed by thfsf Intematjona! SearcJ^ing tot^ tran$fnm©d to tJ^e; apisHcafii 

acGordlrig to Article 18. A ooj^y is beinQ transmftted to the Jntematfb^aJ 



This Jntmrtaiional search mport consists of a totai of 



sheets. 



X \x jS B^m aoQQmpamB<i % a copy of each prior art cicssutment me4 t^ls report. 



1 . 03 sis of fsport 

a. Wiih regard to tJie language, tiie intamatiGnal search was carried out on the basts of 

the iniemationarappimst^on in tHelangoaga in which it was fiSed 
ci transtaUon of Ihe ioternationaJ application into 



□ 



1 which iS the ianguage 

of a trar^slatton f uml Sihed for the purposes of ihtematioiiS siSrch (Sutes l^.3(a) and M ^ 



AiiJthGriJy under Ryl© (Rufe 43.0fe/5!(a)). 



2. 
3. 



This tntemattbnaJ search repoft 
authorized by or notified to this 

Witf^ regard to any nucleotide «md/or am^no acid secfu^es^c^? disclosed in ^a intemattonal appHcaiiorx* see Box Mo. L 
□ 0«ft«ir, Claim. w«» ioMM «» (See am No. Hi 
Unitjr Gf i[fiv«n^oi$ Is lacking {see Box NO 



y^m regard t£) th@ iJtle, 

]WI th& t©)tt is approveidJ as sttbriiiittad by the appJicant 

Q the tBxt has been esiabUshed by ihis Authority to read as JoSiows: 



repard to the 

k1 the t^jcfc is appwed as submlited by the appiteant 

th© text has been estabJished. aceordHig to Rule 38.2(b), by tNs Authodt^ as it appears Jn Bo>i Mo, JV. the 
may^ wtihin one mmm from the date of rnaflltig of this imernattonal §ea»^h report, ^bmit eommerjts to tNs Aoihanty 



6. regard to the itlinwliigs* 

a, gie f igure of the drawings to be put^Hshed wth the abstract is Rgy re No. 

as suggested by the g^pitcant 
Q as seiectad by tti^s Authority, because the app^jcanl tailed to siipgest a ftgisjt^ 
j [ at seJected by itia s Auihofity, because this figure better character izes f^e inve niion 
none of the flgur&s is to be pabJistrad wifh ^?a abstract 



Fprm PCT/iSA/210 (first slieet) (Aprir2007) 



ifit^RatEonal appticaiioo No . 



BoK Ho. I 



and/Gf amino acid 



nation of ltsm l.b of tte lifstaheet) 



2. 



regain to any nuclaotlcfe and/or aroino acid sequence disciased tn me internatoal appycatioti and necessary to the clainled 
snvefttton,^ ttis intemationai Search was cattteid out bn the basis bf: 



a. 



type of rTtatf^Jaf 

! ^ j a sequence Hstsng 



1 

J labiefs] faiated to the sequBnce itsttnp 



b. 



forrrKit of roaleriai 
* on paper 



X 



efeetronjc form 



J GGntained in the {ntemaJjonai appStcation as fiJed 





□ 



ffied together with the iMernattoRSf appfscaton Jn electronic form 
fOFnjshed sufosecpeii^^y tp tiWs AutborUy for the purpase of search 

In addftiori, jfi easa tha^ niore ^an one versfon or copy of a sequence jisting and^or tab^e resa thereto has been fi ted 
Of furnished, the mqii^r^d state fTtent^ thattJte inf ormaliDri [n tie s^ute^s^uent or addttionat eoptes tdenticaf to ih^t in Vt\& 
appiication as feed or does not goJ^eyond ijie application as filed, as^ appiopf sate, were fwm^ 



I 3, Additional comments: 



PociT^ F<iT/tS^l 0 (eontsn^atto^ {April 20QS) 



A. CUtSStFJCATMSN OFSUBJBCtMftTTER 

A61K3«/0§ A61K39/40 



PCT/IB20O8/OO3O78 

hi n i i r'^mimnnnnnnnn imn 



8. HSLPS SEARCHED 



A61K 



EPO-Intental, BiOSIS, COMPEWDEX. EMBASE, WPI Data 



c. DOcuase«Ts coKsaoiEFmo to ss relevant 



^j™ . 



WO 200S/G32582 A (CHIROPi CORP [US] ; SRANDI 
mtdQ [US 3; TELFORO JOHN [OS]: BENSI s 
lULIANO) 14 April 200S {2005-04-14) 
The whole docuraent. In particular 
page 33, line 19 ~ page 34, Hne 29; 
claims 1,10,18; sequences 116-122 



fP &l o6 6 3 , q o o 



lD-24 



1- 



02/34771 A (CHIHON SPA [IT]; 
^tNGPlIG RESEARCH [US]- TELFORD JOHN 
NASIGN) 2 May 2002 (2002-05-02) 
the whole document, in particular 
page 4, 11 ne 8 - It tie 



10-13, 



1- 



Further c}oi(^rrEe^l$ «urfe t?sie<f c^minuatiori of Box C. 




B&e pat&at famt^ anftex. 



*. ,C? 



Sp&cisE categories otdlfHj dooiwrnils? : 
*A* docunfwrit detinwig the gisr^ra] state ot tl>e art vi^tiicifi m not 



"L* ck>GURient which may throw dotibts on priority Gtaim(&) or 
ciJ^Jkjrj W oth^ sp<3cic3l re^isott (as spe edited) 

other me^n$f 

kter than the prbHiy date ds^tttved 



*^^T* tater dcKiumeiitpiJbH 

Of pfiotity date afid fiot ift cpnfifci wsth ihe ^pf^ieaifon bu\ 
iMmi Xo mdm&iaa^ or iheoiy underiyin^ the 

Evolve an BiveRtlv@ M@p^^v^^ documenl is tafeen: atonie 

cannot i>e corjs!:defedlo ifivoJ^ Ir^veniivo siep wt$en th«? 
iSoGurrtent is comiwr^e^ with orts of niofe other S4icrf^ dtx:y'^ 
talents, stich iion'il^^i^atioo l!>eii):g obvious lo a person: skilled 

■■ in: tb^'' ^i- 



I Base Urn a^^ti^al con^plet«3t^ ptit):^ iRtornations^l so&rch 

13 March 2GQ9 



pate of ma ltirtg ol tho MertiaHona t search mtmn 



27/03/2009 



I 



fv^rn^ a^id rnaiUrig address ot the ^$A/ 

European Paileni Office, P, B. 6818 Paterittean 2 



Chapman i Rob 



pafe 1 of 3 



PCT/IB 2008/003078 



C^Qon^mjjatioh). CiC»0U&1£^lTS CONSIDERED TO BE (^LEVANT 




Gitatlon of clc^aime^t, with indtcafians wh^^r^ appropriate, of re^vantpassa^es 


R&ijE3:v^n:i tfj daim No, 


■ 


HIDALG0-6RASS CmOS ET AL: ''A 

streptococcal protease that degrades CXC 

chefiioklnas and impairs bacterial clearance 
from i of ected ti s s uas " 
EMBO (EUROPEAN MOLECULAR BmOSY 
' ORSAfillATIOli ) JOURNAL 


1-24 


^ i 


vol. 25, noV 19, October 2006 (2006-10). 
pages 462S-4637, XPO0ES1922i 
ISSN: 0261-4189 

The Whole doetimerit , in partiGUlar 
page 4634, column 2, paragraph 2 




Y 


ROBRISUEZ-ORTEGA M J ET AL; 
"Characterf zatioii and identlfleatfon of 

¥aecine candTdate proteins through 
aoalysis of the group A Streptocoeeus 
surface proteome" 

PUBLISHING GROUP US, 

vol . 24, m. 2, February 2006 (2005--02), 

pages 191-197; XPQQ25i9222 

The whole doeument, in particular the 

abstract 

- 


1-24 


1 




Y 


mmm S R ET AL: "InfeGtions due to 
grisup A streptoeoceus: New conce|xts and 

ANNALS ACADEMY GF MEDICINE SINGAPORE, 
vol. 26, no. S, Se|5tfi«iber 1997 (1997-09), 
pages 691-693, XPiJ09li3742 

ISSN: 0304-4602 

the whole dQcument 


1-24 


1 


StUlBA S ET AL: "Replacement Of Hist 1 dine 

340 with alanine inactivates the group A 

StreptoeocGUS extracellular cj^sterne 

protease vlrtilence factor" 

INFECTION km IMMUNITY 200006 US, 

ynl 6S nn 6 Jimp 20DQ f 2000—06) Daaes 

3716-3719, XP062519224 
ISSN: 0Q19-9567 

the-iShole document 

/^m 2008/00351 & A (INTERCELL [ATj; 


1-24 


P , X 


10-24 


/ 

: 


mimX. AiffiREAS CAT]; NASY ESZTER [ATI; VON 
GABAIN A) 10 January 2008 {2008-01-10) 
The whole doeyment. In particular sequenee 
56 


J 
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PGT7IB2008/OQ307S 



C(Gi>tttini^^h), DOCUMENT eOl^SfDEREO TO BE RBt:EVANT 



CHi^tion of document, m<jtc^Jk>fi, vvhe^r^ ^^PPfopj^^^i oj the reJevai)! pas^gf^ 



Retavani to tdaitn Na. 



P.A 



ZINKE8NAGEL ANNELIES S ET AL: 
prote^ase SpyGEP/ScpC of Sroup A 
Streptococcus promotes resistance 
neutrophil killing" 

CELL HOST &. mmm, 

vol . 4, no. 2, August 2008 

pages 170-173, XP002Bi9225 
ISSN: 1931-3128 
the whole docuinent 
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ERNATfOfML SEARCHING AUTHORiTY 
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I Date of matljinij 
(ici^y/hicntkyy&ari sae? form PCT/1SA;£ l p (aeapnd ishe©t) 



ttcaj^t's Of Rent's fife reference 

se© form Pdj/tS 
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Jnternatfoniai appiicafton No. 
PGT/1B2008A}Q3078 



FGf?. FyfiTHER ACTlOlsl 
See piEiragr^h ;2 belovv 



12.09.2008 



intern attcjfial Patent Cigstrvflicatton (IPC) or both rralional classification and iPC 
tm. ft61K39^S A61K 

ApplicafiF? 

NOVARTiS AG 



PriGrity date (day^hionth^^r) 
12.69.2007 



1 \ This opinion contains indtoatJpns raiatmg to the tollpwing items; 



Box No. I 
Box No. U 

□ Box No, m 

□ BoxNaiV 
Sox No. V 



Box No, Vt 
□ Box Na VII 



Basi^ of the opinion 
Priority 

Non-estabimhment of opinion with regard to noveiy, inventiv& ^t^p arid ind^ appltcafetltty 
Lack of unity of invention 

Reasoned siat^ment under Rule 436/s.1(^){e)^^w^^^ to novelty, in vent jyst step or industriaj 

app|jca;l>tlEty;; citations and explanations supppftin^ suot^ statement 

Certain defects in IhB \riimtiB.tions.i appli0S[f ion 



D Box Nox V \i I Certa in obseryationgi on th© internatioriaj application 
FURTHER ACTSOH 

If a demand for internatfonalprelimtnary examtnalioo^ made, this opinton wjft usually be considared to 5^ a 
WTiJters oprmon of the International Preliminary Examining Authority t1PEA'7 except thai this does wt apply wtiem 
Ihe applicant chooses an Authortty other than this one to be tli^ iP£A and the chosan IRE A has nottfed ihB 
tniemaf ionaf Bureau under Rule 66^ ti?Jts{b) that vyritten pptniofis of th is intarnalbnai Searohin^ Authortty 
will not be so considered. 

If Ihis opmbn is, as provided afc^ove, corisidered to t?e a wrilt#n opimoo of the IPEA, the applicant is inviled to 
sMbmjt to the IPEA a written reply together, where approprlatei, with amendments, before 
from the date of matting of Fohm PCT^SA^20 or befor© the expir^ition of 22 months from 
whtehever expires iate^^^^ 

For Further opttons, see Form PCJABA/220. 
For further detiaiJs. see notes to Form POTASA^^O. 



expiration of 3 months 
pftofity date. 



Nam© SiTid matSing address of ^© ISA: 



European Patent OM<^ 



D'S0298 yunich 
TeL-t-49 89 2399-0 
fm: +49 89 2399 - 




Date of completiofi of 
thisoplnfon 

se© form 



Authori2:eci 0ffic©r 

Chapman, Rob 




Form PCTSSA^g37 (Cover Sib^&etj <Aptif 2005) 



BokMo. I Basis Of ll^e 



1 , With regard to the langu^e, this opfmoti hm besn established on the bas^is of : 
M the Injc^matiorTaf appfie^tton m the language b whiclhi it was ftled 

□ a translaljon of the international applfcaUori fnlo , whfeh is the language of a translation fernished lor the 
purposes of miernational search (Budm 12.3(a) ahd 23.1 (bj). 

2, □ This opmlon has been estabiisfied takiog into acGOunt the rectif teat l0r): of an obvi^ 

by or hptilted fe> this Authority m^m Bute 91 (l^le 43bis.1(a;)) 

3, With regafd to any ntieledllde and^r amirio^ disclosed in the internatibnal applioalion and 
necessary to the Gtaim^d lRve^^ 

a. typ^^ of ma|enal : 

S a sequence listing 

□ tablets) reialed to the sequence H sting 

b. format of material ; 
P on paper 

a in eleefronio form 
lime of {iliogfcrrsishlng: 

M contained in the inter natlonat appHcation as fited. 

M filed tosether mih the int erHationat applteation in electror^ic forrn . 

O furrfished subsequeniy to tbts Authority lor the purposes of search. 



4, O In additfon , in the case that more than one versioh or copy of a sequence iSstlng andfer tabSe relating Iherelo 

has been filed or furnfehed, the required statements that the; iRfbrmatton in the subsequent or addSttenaJ 
copies IS identical to that in the a|:pHcation as filed or does; not go t^eyond the^pfcatlon as fiied, as 
af^foprfale, were furfifehed. 

5. Add^tpnal commen^^^ 



1. El The validity of tha priority claim has not been considered because SearchloQ Authority 

does not have in Its |X)$sassion a €x>py of the easier appNcation whose priority has been ciaimed or, where 
required, a translation of that earlier application . This opinion has nevertheless been esiaWished on the 
assomptton that the refevaot date (Rules 43&fe.i and 64,1) is the oteimed priority date. 

2. O This opirtion has been established as if no priority had been claimed dm to the fact that the pnorily claim 

has^ been found inyafid (Rutes 43 Sfe. 1 ar^d 64 ,1 ) , Thus tor the purposes of this opinioni file jHlef naiSonai 
fiKng date indfeased atove is coftsfdereci to fee the relevant date. 

3. Addiiiooat observatior^s, if necessary: 



hiternaiional applicatioii t^o. 
PCT/1 82008^03078 



Form PGT/rSA/23? i(Apri} SOG?) 



ERNATIONAL S 



i hternafenaJ appycatidn No. 
RGT4BaG0S/0Q3078 



Sox Mo. V Reasoned stalemenet 

applicability; €itali0ris and 



Rule 43i^fS, 1(a)(1) 



or 



1. Statement 



Yes: Claims 
is(Q: Cfaims 



1- 



10-24 



^n^^e^t^ve step (IS) 



Yes: Claims 
Mo: Cteims 



1-24 



Industria) appJicabJlity (lA) 



Yes; Clabns 
No: Claims 



1-24 



2. Cjtattans and explariatfons 



Box Md, V? 



1. Certain pubNshed documents (Hulas 43fo/s,1 and 70. 10) 
and / or 

2. Non-written disctosures (Ry !es 43£«s.1 anc? 70.9} 



Form PCT/ISA^S37 (April 2007) 



WBITTEM OPINION OF THE 



AUTHORtTY (SEPARATE SHEET) 



intsmationai appiicattofl Ho. 



PCT/IB2008/003078 



Item y. 



1 .0 Reference is made to the following doeuiTjents: 



D1 : WG 2005/032582 A (CHIBON CORP lUSJ; GBANDI GUI DO \US\- 

TELFORD JOHN [US|; BENSI GiULiANO) 14 Apri! 2005 (2005-04^14) 

D2: WO 02/34771 A (GHiRON SPA [IT]; INST GENQi^lG RESEARGH [US|; 
TELFORD JOHN [IT]; yASlGN) 2 May 2002 (2002-05-02) 

D3: HIDALOO-GRASS CARLOS ET AL: "A streptGcocoal protease that degrades 
CXG chemoKfnes and impairs bactenal elearance from infected tissues" 

EiVIBO (EUROPEAN yOLEGULAR BIOLOGY ORGAN iZATlON) JOURNAL, 
vol. 25, no, 19, October 2006 (2006-10), pages 4628-4637, XP002519221 
ISSN: 0281-4189 

D4: RODRiGUEZ-ORTEGA U J ET AL: "Characterization and identification of 
vaccine candidate proteins through analysis of the grGup A StreptococGus 
surface proteome" NATURE BIOTECHNOLOGY FEBRUARY 2006 NATURE 
PUBLISHING GROUP US, voi 24, no. 2, February 2006 (2006-02), pages 
1 9 1 -1 97 , X P002S1 9222 

D5: NORRSY S R ET AL: "infecttons due to group A streptococcus: New 
concepts and potentia! treatment strategies" ANN ALS ACADEIVIY OF 
MEDICINE SINGAPORE, vol. 26, no> 5. September 1997 (1997-09), pages 
691-693, XP002519223 ISSN: 0304-4602 

D6: GUBBA S ET AL: "Replacement of Histidlne 340 with alanine inactivates the 
group A Strept0(5QCCUS extracellular cys^ protege viftilehce factor" 
INFECTION AND IMIWiUNITY 200006 US, vol. 68, no. 6, June 2000 {2000- 
06), pages 371 6-371 9, XP00261 9224 ISSN: 001 9-9557 

07: WO 2008/00351 5 A (INTiRCELL AG [AT); MEINKE ANDREAS [AT]; NAGY 
ESZTER [AT]; VON GABAIN A) 10 January 2008 (2008-01-10) 

D8: ZINKERNAGEL ANNELIES S ET AL; "The IL-8 protease SpyCEP/ScpC of 
Group A StreptoeocGus promotes resistance to neutrophil killing" CELL 
HOST & K^IGROBE, vol 4, no. 2, August 2008 (2008-08), pages 170-173, 
XP002S18225 ISSN; 1931-3128 

2.0 The present application relates to the use of mutated, prDtease-lnactive 

QAS57/ScpC/Spy041 6, and anibqdies directed against iJ, for use In therapeuic 
compositions such as vaecines. 



Forro PCT/1SA.'237 (Separate ^eet) (Sheet 1 ) {EPO-/^iprit 2005) 



ioternationM appfeatiorj No. 

PCT/iB2008/003078 



3.0 The present applicatton does not meet tha criteria of Artieia 33(1 ) PGT, because 
the subject-ma^er of elaims 1Q-24 is not new in the senae of Article 33(2) PCT. 

3.1 Dpcurnent D1 diseloseg the use of GAS antigens, metydiog 8AS57 (SEQ !D NO: 
11 6-'122), for the rnariyfacture of therapeutic co^m^ a vaccine, and 
antibodies against said GAS antigen {p/1-p.3; p, 33, ii.19 - p.34, Further 
Gomponents of the compof lion incM adjuvants (p<38, 1.7 - p.43, !i.19) and 
qaroer peptides from a bacteria or virus solected from the group consisting of fsl. 
meningitidis (including serogpo up A, 8, 0, W135 and/or Y), Streptococoys 
pneumoniae, Bordetelia pertussis, Mo raxelia catarrhal is. Tetanus, Oiphtheria, 
Respiratory Syncytial virus {'RSy% poyo. measles, mumps, rubella, and rotavirus 
(p.43, 11.1 1>19). In another embodiment the GAS anligen combinations are 
Gombined with one or more additfonat, non-QAS aritigens suitable for use in a 
vaccine designed to prptect elderfy or immunocomprised individuate. For example, 
the GAS antigen combinations may be Gombined with an antigen derived from the 
group consisting of Enteroeoceus faecalis. Staph yiocQCcus aureus, 
Staphyiooocous epidermis, P^udomonas aeruginosa, Legionella pneumophila, 
Listeria monooytogenes, inflyenza, and Parainftuenza yiru CPiV) (p,43, li.2{}-25), 

01 therefore aritiotpate^ the nc^ present: ciaims 1Q*24. 

3.2 Document D2 discloses proteins from group B streptocGCCus (Streptococcus 
agalactiae) and group A streptococcus (Siraptococcus pyogenes) for the 
production of antigens for vacGina:Uon, antibodies and diagnostics ^p,4, li,8-!L34). 
One such protein corresponds to QAS57 (SEQ ID NO: 6298). 

D2 therefore anticipates the ndveity of present claims 10-13, and 19^24, 

4.0 The present appfication does not meet the criteria of Article 33(1) POT, because 
the subject- matter of ciaims 1-9 does not involve an Inventive step in the sense of 
Article 33(3) PCX. 

,4, 1 The doeu merit D1 is regafded as being the closest prior art to the sub|ect-matter 
of claim 1 , and discloses (the references in parentheses applying to this 
document) : a GAS57 peptide and nucleic acid sequences (SEQ iO HQ: 1 1 6-1 22 ; 
see also section 3-1 , above). 



WRITTEN OPINION OF THIg 
INTEBfiATIONAL SEARCHING 
AUTHORSTY (SEPARATE SHEE 



Fom PCT/ISA/237 (Separate Sheel} (Sh^et2) (EPO-ApHJ 2005) 



Ii^ternationai applieation No. 
PCT/iB20Q8/003076 

The subjeQt- matter of claim 1 tlierefore differs from this known D1 in that: 
mutations have been introduced. 

The teehoiqa! effect to be aohleved is a GAS57 antiger^ with a proteolytic aotivily 
toward I L-8 that is reduced to aJ least 50% relative to wild-type C3AS57, 

The prpblem to be solved by the present inventjqr? may therefore be regardeid as 
the provision of a GAS57 antigen with reduced protaolytio activity. 

The solution proposed in oiaims 1 -4 of the present application cannot be 
considered as involving an inventive step (Articie 33{3) PGT) for the following 
reasons. 

The production of mutants of GAS57 at positions D151, H279 and S617 are 
merely several straightforward possibilities from which the skilled person would 
sefect, in accordance with circumstances, without the exercise of inventive skill, in 
order to soi^^ the problem posed. For e>cample, the inaictivation of Streptococcus 
proteases through mutation of specific residues is known from D6. 

4.2 p [aims 5-9, reSating to fusions of mutant QAS57 antigens with carrier proteiris and 
related subject mater, can also not be considered inventive. The use of GAS57 
fusion proteins, inciuding other GAS antigens, or bacterial carrier proteins has 
ai ready been deschbed in D1 {p.30, li.27 - p.33, li,18; p.43, ti.11-19). It would 
therefore be obvious for the person skilled in the art. seeking to produce an 
immunogenic SAS57 varient, to produce fusions or carrier compositions thereof 
as described in P1. MGreover, it is not clear from the ciescriptipn what advantage 
mutant 0AS57 imm unogenic com pqsitio ns possess over those of the prior art : the 
use of GAS57 in vaccines, and also anti-GAS57 anibodies Is known ^isee Dl and 

C3AS57/SpyG416/ScpG has been described severa! times as a suitable 
vaccine candidate and target for therapy (03 and 04), in particular by blocking its 
ability to inactivate iL-8 through proteolytic difestion (03, p4634, coi.2, para.2). 

Glaims 5'9 thesrefore Ipck an Inventive st^p in accpMance with Article 33(3) ^ P 

J" 

6.0 Claim 19 relates to subj^ct'^matter considered by this Authority to be covered by 
the provisions of Rule 39.1 (iy) / 67.1 (iv) PGT, 



F6ftn PC77iSA/237 (Separate Sheet) ^Sheet 3) (EPO Aprif 20a&) 




imernational applieatjori No, 



-IQBITY {SEfiABATE SHEET) P 077182008/003078 

The patentabiity carl be dependent upon the forrrtuiatfoh of the claims. The EPO, 
for exampie, doe® not reeognise as paterit^^ to ttie use of a Gornpound m 

medica! treatment, but may allaw claims t in partioyfar substances or 

cofiTgosiyons for use in a first or further medical traatment. 
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Possible steps after rec^eipt of the fnternatlGnal 
written opinion of the I fiternatipnai Searchlog 



sear e h r epo rt ( ISR) 
horrty (WO-I SA) 



r^ 



information 



For al l intern at ton aJ applicat i ons 
iSA wifl eMablish an ISR It is 
former written opinion of the I „ 
meant to be responded to; but to 
prpcedur^ ^eps. lliis doqyment exi 



on or after 01/01 /2t)04 the competent 
by the WQ-im (Jilike the 
66.2 mr), the WOlSA is not 
be taken into consideration for further 
i ns about the possibilities. 



ng 
under 

Art. 19 PCT 



s WfthN 2 months after the date of mailing of the ISR and the WG-ISA the 
applicant may fiSe amended claims ynder Art. 19 PCT directly with the 
Jntefnatlonai Bureau of Wi PQ. The PCr rafoFm of 2004 d^d not <3hange 

this prooadure. For furt Her information please see Rule 48 PCT as wall as 
form FCrry!W22 fsicrtes ta form PCn7jS¥220 



mg a dem 
for international 
preliminary 
examination 



RImg mformai 
comments 



End of the 
mternal tonal 
phase 



Relevant PCT 
Rules; and m 
Information 



in prindple, the WC> ISA will be considered the written optnion of the 
IPEA, This should, in many cases, make it unnecessary to file a demand for 
international pfefiminary examination; If the applicant nevertheiess ^livishes 
to fife a demand this must be done before expiry of 3 months after the 
date of maiiing of the ISR/ WO-rSA or 22 months after pfiority 
date, whlGhever expires later (f%jle 54tois FCT). Ametidm^^^ 
34 PCT can be filed with the IPEA as before, normaily at the same time as 
f Hing t he demand (Rule 66, 1 (b) PCT} . 

If a demand for internatipnal preNminary examination is filed and no 
comments/amendments have be^ received the W(>! Sft will be transform 
by the f PEA into an IPRP (Internationa! Preliminary Report on Patentability) 
which would merely ref ieot the content of the WO-ISA, The demand can still 
be withdrawn {Art. 37 



After receipt of the ISR^WG-ISA the ^;^licant may file informal oomments 
on the WC> ISA directly with the I nternatioria! Bureau of Wl PO, These 
wiJI be commynic^ed to the designated Offices together with the iffiP 
(international Preltainary Fteport ort Patentability) at 30 months from the 
priority date. Please aiso refer to the next box. 



At the and of the internationai phase the International &^reau of W RD wiil 
trstensforro the WD- ISA or, if a demand was filed, the written opinion erf the 
If^A into the JPFP, which wiSJ then be transmitted together with po^bie 
informal <?omments to the designated Offices. The SPRP repiac^ the former 
I F®? (inter nati on a! pr elirni nar y €^min at ion report ) . 



i\B 43 per, Rile 43bis PCT, Rule 44 
12/2003, OJ 11/2003, QJ 12/20Q3 



Bltt# beachfen Sle, dass angefuhrte Nichlpatentllieratur {me z. B, 
wissenschaftlieh© odar teehnlsGhe Dokumente) |e oach gaiteaelem Reelit 
dem Urheberreehtsschutz uncf/oder anderen Schytzarten fur sGhFiftliche 
Werke ynterisegen kdnnte. Die Vervielfaltig ung urheberrechtlich 
gesehutzter T^xte, ihm VeRwendung in anderen 0lektroni$©h©n Oder 
gedruckter! Publikationen und ihre Weitergalae an Dritle ist ohne 
ausdrucklicfie Zustirnmung des ReGhtsfnhabers nicht gestattet. 



Veuiilez noter que les ouvrages de la iitterature non-brevets qui son! 
cites, par exempfe !ss docunients seientifiquas ou teehnlques, etc, 
peuvent etre proteges par des droits d'auteur et/ou toyte autre pretection 
des eerlts prevue par les legislations appllcables. Les textes ainsi 
proteqes ne peuvent ^tre reprodults ni iitilis#s dans d'autres ptiislicatloris 
llectroniques ou mpr,m^!^m rediffuses sans I'auterisatton express^ 
iitylaire du droit d'auteur. 



Please be aware that cited works of non-patent {iterature sucll as 
seientific or teclimcai documents or the like may be sufojeet to eopyriglit 
proteclion and/or any other protection of written works as apprGprtate 
based on applieable laws. Copyrighted texts may not foe copied or used 
in other eleetronic or printed pyblications or re-distfibuted without the 
express permission of the copyright holder. 



